) has yet to be proven by crystallography studies; however, antibody epitope mapping and glycosylation patterns confirm that the hydrophilic regions are indeed extracellular. In CD9, the small loop (EC1) contains a glycosylation site (7). In CD37, CD53, CD63, and CD82, glycosylation sites are found in EC2 (8). Finally, epitope mapping of sm23 (9) and CD53 (10, 11), and epitope mapping as well as protease digestion of CD81 in microsomes (12), are all consistent with the topology shown in Fig. 1 .
Correspondence. Alignment of all 18 tetraspanin amino acid sequences (Table 1 ) reveals that much of the homology between tetraspanins is confined to the transmembrane domains, which contain a few highly conserved polar amino acids (an asparagine in TM1 and a glutamate or glutamine in TM3 and TM4, Fig. 1 ). These charged residues within the membrane may interact with each other and may be important for the stability of protein assembly, as has been demonstrated in T cell receptor (13). There are also conserved hydrophobic residues in all four transmembrane domains; some in TM2 are found in 17/ 18 tetraspanin sequences ( Fig. 1 , and see the discussion of "Divergent Members" below). 
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a. aa We would propose that the term "molecular facilitators" be used to describe this general role and that the tetraspanins may be considered the prototypical examples of such molecules. 
